Aortic Plaques-Mitchell et al. MEDICAL JOURNAL 0 to random variation, which seems unlikely, or to the effect of variables not studied in this survey. Further studies, using other variables, such as serum-lipid levels, smoking habit, amount of physical activity, and, when such tests become available, assessment of thrombotic activity, would clearly be of interest.
The possibility of controlling human cancer by immunological means continues to excite the interest of many workers. The successful therapeutic application of such methods must depend primarily on the presence of specific cancer antigens, and it must be admitted that such antigens have not yet been demonstrated to the satisfaction of many immunologists. Efforts have been made to demonstrate tumour antigenicity in relation to the host by a variety of methods. In 1930 Witebsky produced an antiserum to human stomach cancer in guineapigs. He then absorbed these antisera with alcoholic extracts of normal stomach and found that the antiserum was still capable of producing a precipitation reaction against the cancer extract. This suggests that there is a different antigen present in gastric cancer which is not present in the corresponding normal tissue. Zilber et al. (1959) claim to have demonstrated specific tumour antigens by immunizing guinea-pigs with tumour extract. The animals were subsequently desensitized to normal tissue extracts, and, following this, were still found to develop anaphylaxis when challenged with tumour extracts. Graham and Graham (1955) found positive complement-fixation reactions in the sera of 12 out of 48 patients tested against extracts of their own tumours. Finney, Byers, and Wilson (1960) were able to demonstrate precipitating antibody in the serum of patients against a saline extract of their own tumour. Furthermore, they were able to demonstrate a rise in antibody titre after intramuscular injection of tumour extract and adjuvant, and in some cases after radiotherapy. Most recently, Nairn, Philip, Ghose, Porteous, and Fothergill (1963) have shown by means of gel-diffusion reactions the presence of apparently specific serum antibody to kidney carcinoma in a patient who was immunized by homologous human renal carcinoma.
In addition to this in vitro evidence of tumour antigenicity, there is much to suggest the presence of an immune response to the tumour on the part of the host, but this evidence is largely of an indirect nature. Black and Speer (1959) The results are shown in Table I. A definite positive response with a negative control was obtained in 9 (27 %o) out (1957) has pointed out how close the analogy is between the homograftrejection reaction and the delayed cutaneous hypersensitivity reaction of the tuberculin type, the principal points of similarity being the mode of induction of sensitivity, the latent period, specificity of the antigenic source, and the ability to transfer the sensitivity with cells but not with serum. It is highly suggestive, therefore, that the cutaneous responses which we have elicited represent a reaction on the part of the individual to his tumour as if it were in fact a homograft.
We are still faced with the problem, however, of tumour survival and progression despite a positive response. The delayed hypersensitivity response may in some instances not contribute to the host-defence mechanism. It could possibly be a response to secondary antigens produced by the tumour either as a result of cellular activity or death of the cells with liberation of foreign antigens. A parallel situation may occur in patients with tuberculosis where, despite the presence of a delayed hypersensitivity response, the disease progresses steadily to a fatal conclusion. Lawrence (1957) has suggested that once the tumour has become well established it overrides a degree of immunological reactivity capable of destroying the normal homograft. That there is a depression of the immunological responsiveness in advanced malignant disease has been shown by the experiments of Grace and Kondo (1958) , and Lytton, Hughes, and Fulthorpe (1964 It is suggested that the reactions obtained are true immunological reactions, and that they are due to the presence of specific cancer antigens in the tumours concerned.
We would like to thank Mr. Harold Edwards and Mr. J. G.
Murray for their help and advice in the carrying out of this work and in the preparation of this paper. We are also grateful to the members of the surgical staff of King's College Hospital for their co-operation in this study. The work was carried out during the tenure of whole-time grants from the British Empire Cancer Campaign.
Megaloblastic anaemia (other than pernicious anaemia) associated with rheumatoid arthritis has been reported in two patients by Doig et al. (1957) and in a further six patients by Partridge and Duthie (1963) . The cause of the megaloblastic anaemia in these patients was uncertain, but it was suggested that it might be due to failure to utilize vitamin B12 absorbed from the diet (Partridge and Duthie, 1963) .
During the past two years we have studied tour patients with rheumatoid arthritis who suffered from megaloblastic anaemia other than pernicious anaemia. In each instance the cause of megaloblastic anaemia was folic-acid deficiency. The purpose of this paper is to report the findings in these patients and the results of a subsequent survey of the incidence of folic-acid deficiency in a randomly selected group of patients with rheumatoid arthritis. In the course of this survey two further patients with megaloblastic anaemia were discovered and details of these are also given. A summary of these observations was reported at a Scientific Meeting of the Royal College of Physicians of London on 30 November 1962 (Gough et al., 1962) and in a letter (Mollin et al., 1963) .
Patients Studied
Patients with Megaloblastic Anaemia.-Six patients with megaloblastic anaemia were studied: four of these were admitted to the Hammersmith Hospital and two were found among the survey group of 46 patients with rheumatoid arthritis who were selected at random from the diagnostic index of the Records Department at the Bristol Royal Infirmary. These two patients were admitted to the Department of Medicine, Bristol Royal Infirmary, for further investigation.
The Survey.-Forty-six patients were studied in the survey. They attended the Department of Medicine at the Bristol Royal Infirmary for a day. An assessment was made of the duration of the disease, and the functional disability of the patients was graded as " mild," "moderate," or " severe." Details of the drugs used in treatment were noted, and if a patient was found to be taking barbiturates or anticonvulsant drugs he was excluded from the survey. A careful dietary history was taken and the haemoglobin, haematocrit, white-cell count, and E.S.R. were measured and a blood film was examined. Serum was taken for serum folate and vitamin B 2 assays, and the urinary excretion of formimino-glutamic acid was estimated. Similar studies were made on 57 control subjects who were all healthy non-medical employees of the United Bristol Hospitals. Methods
